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1. Current literature highlights
1.1. Antithrombotic isoxazoles
The isoxazole ring system occurs in a large number of
biologically active agents. Some of the biological
activities ascribed to these derivatives include antith-
rombotic, PAF antagonist, hypolipidemic, nootropic,
immunomodulator, antiviral, antiobesity and CNS
modulation. Several isoxazole-based libraries have
been recently synthesised and evaluated for their antith-
rombotic activity.1 A total of three libraries were
synthesised on 2-chlorotrityl solid phase resin, generat-
ing a total of 173 compounds. The library compounds
were evaluated for their antithrombotic activity in vivo .
Three of the most potent compounds isolated were (i),
(ii) and (iii) which offered 90%, 80% and 70% protection
respectively to mice from death or paralysis following
thrombotic challenge using aspirin as a standard. This
work has provided novel, potent leads worthy of further
investigation.
1.2. Neurokinin-1 receptor ligands
The neurokinin receptors (NK-1, NK-2 and NK-3) all
belong to the family of 7-transmembrane G-protein
coupled receptors. They are expressed in both the
periphery (mainly NK-2) as well as in the central
nervous system (NK-1 and NK-3). Hence, their poten-
tial therapeutic utility ranges from CNS indications to
the possible treatment of respiratory and gastric dis-
orders. The endogenous ligands for the neurokinin
receptors are the tachykinins, a group of peptides that
all share a common C-terminal amino acid sequence
Phe-X-Gly-Leu-Met-NH2, where X is either Phe or Val.
The most prominent member of this peptide family is
the undecapeptide ‘Substance P’ (X/Phe) which shows
the highest affinity for the NK-1 receptor, whereas
NKA and NKB (X/Val) are both decapeptides that
bind preferentially to the NK-2 and NK-3 receptors
respectively. Library design and synthesis has recently
been accomplished searching for novel small molecule
ligands targeting the NK-1 receptor.2 Several libraries
were synthesised on Merrifield solid phase resin in an
attempt to generate compounds with affinity for the
human NK-1 receptor. One of the most potent com-
pounds found was (iv) which possessed a binding
affinity, pKi against hNK-1, of 7.34. This work has
produced modestly potent compounds with affinity for
hNK-1 and this class of compounds warrants further
investigation.E-mail: nick_terrett@sandwich.pfizer.com
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2. A summary of the papers in this month’s issue
2.1. Solid-phase synthesis
A new strategy for the solid-phase synthesis of unsym-
metrical ureas has been described. Upon treatment of
Kenner safety-catch linker with an isocyanate, followed
by TMSCHN2 or iodoacetonitrile and an amine, the
corresponding unsymmetrical ureas were released in
solution.3
A MeOPEG-supported azide has been reacted in the
presence of a number of alkynyl dipolarophiles to afford
the corresponding 1-MeOPEG-supported-1,2,3-triazoles
which could be obtained in nearly quantitative yields.4
Five types of troponoids including 40 molecules have
been prepared by means of palladium (0)-catalysed
carbonylation and successive acylation or benzoylation
after immobilization of 2-methoxy-5-trifluoromethylsul-
fonyloxytropone on solid support.5
The linking of pyrimidines to polystyrene supports via
either a 2- or 4-thioether provides access to pteridines
through solid-phase synthesis. Oxidative cleavage using
dimethyldioxirane followed by nucleophilic substitution
by amines, azide, or water completes a traceless synth-
esis of pteridines.6
An efficient solid-phase synthesis of some novel hybrid
opiates, consisting of part peptide and part alkaloid,
connected together through a hydrazone linkage has
been reported.7
The formation of an ether from the Baylis/Hillman
(BH) adduct during the BH reaction of 5-isoxazolecar-
boxaldehydes is demonstrated to be a common phe-
nomenon if the reaction is allowed to proceed for longer
periods. The successful translation of solution phase
methodology to solid phase for application towards
combinatorial chemistry is discussed.8
A recent review, divided into two parts, provides an
extensive overview of the use of palladium-catalysed and
-mediated reactions in solid phase combinatorial chem-
istry and parallel synthesis.9
Using a polymer-bound selenenyl bromide resin, o -allyl
and o -prenyl anilines have been cycloadded to afford a
series of solid-supported indoline and indole scaffolds.
These scaffolds were then functionalised and cleaved via
four distinct methods, and used to generate a number of
small combinatorial libraries of compounds.10
2.2. Solution-phase synthesis
The solution phase parallel synthesis of chalcones and
guanidine has been investigated in the presence of an
oxidizing agent, and depending on the order of the
addition either a 4,6-diaryl-pyrimidine-2-ylamine or 2-
amino-5,5-disubstituted-3,5-dihydro-imidazol-4-one can
be obtained.11
2.3. Solid-supported reagents
New thiophilic polymer-bound haloate complexes have
been described which are well suited for the polymer-
assisted solution-phase activation of 2-deoxythioglyco-
sides.12
A polymer-supported tertiary amine has been shown to
be useful in the workup of ozonolytic reactions of
alkenes with the corresponding carbonyl products iso-
lated in excellent yields by simple filtration.13
Various homochiral binaphthyl derivatives having func-
tional groups at the 6-position are important key
intermediates for the immobilization of binaphthyl
compounds on various solid-supports and have been
prepared from commercially available 1,1?-bi-2-
naphthol.14
2.4. Novel resins, linkers and techniques
A traceless synthesis of 1,3-diketones has been achieved
through enamine methodology from solid-phase organic
synthesis. In this way, piperazine served as a linker for
this traceless cleavage of b-diketones from solid sup-
port.15
2.5. Library applications
A general, improved procedure for the rapid solution-
phase synthesis of philanthotoxin analogues, a pharma-
cologically important class of polyamine conjugates, has
been described. The solution-phase procedure suitable
for the synthesis of small focused combinatorial libraries
is illustrated by gram-scale synthesis of philanthotoxins,
PhTX-343 and PhTX-12.16
Construction of a novel protein-detection system has
been carried out using a designed peptide library with
fluorescent labels based on loop structures. Various
proteins with recognition patterns could be detected
using an immobilized peptide library, and suggests that
the system could be applied to the development of a
peptide microarray that behaves as a protein chip.17
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